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,v. -, r e F f i.-'ic-i.! Lrunsducr : on of] efficient- 1 y transducing saia 
vectors into a number of identical eukaryotic cells in such a way 
;: hat ea ch cell expresses either a single ribonucleic acid ana 
possibly peptide [is expressed] encoded by the DNA sequence to be 
examined or a limited number of different ribonucleic acids ana 
peptides [are expressed by each cell] encoded by DMA sequences to 
se exam ined , 

(c) screening [of] said transduced cells to see whether some 

of them have [changed a certain] altered a preselected pheaotypic 
trait, and 

Id; [selection] selecting and cloning [of said changed] cells 
which have air.ered the preselec ted phenotvpic trait, [characterized 
in that] 

wherein the pool of appropriate vectors in step (a) [contain] 
cent a ins totally cr partly random E'NA sequences selected from the 
group consisting of: 

i) synthetic totally random DNA sequences ; 

ii) synthetic random DNA sequences [ , in which restrictions 
upon the randomness may be introduced for the purpose of limiting 
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the numoer of available sequences and/or for the introduction or 
post - translat icnal modifications of expressed peptides] wherein 
s top cogens are absent; 

U 11 ) synthetic DNA sequences which encode random amino 

aci d sequences with an even distribution of ammo acids; 

(iv) synthetic DNA sequences defined in (i), di), or (iii) 

-y~, -j. , 4- ^~ ^ ' _ _ _T _ _ _ 1 J _ 1 -l-l , ^ . 

ocuai a Lri ( | ) v' i ■ c j t i c ) r i ^ u; n i r i n ^ ^ m i ^ o -r » o ^ n t- n /-i r-. ^ +- > ~-, v -,^,i_+_^„ > ^^i 
; — — - — - — '-^-^-^ ^t' ^' ^ ^- jw^^^L- ' Liai.oi g L iwnai 

modificati ons of all expressed peptides or which encode anchor 
residues ; 

¥j- [hi) J synthetic ^ random] DNA sequences [like] gel' i nf-n 1 n 

U)^ [or] (u), (m) , or (iv) coupled to coding sequences of 

purification tags in order to facilitate the purification and 
identification of expressed peptides; and 

vil [iv] synthetic [random] DNA sequences [like] defined in 

(i), (ii)^_ [or] (iiijj (iv) , or (v) coupled to or inserted into the 

coding sequence of a protein; 
and [that either] wherein 

(e) the vector DNA in the phenotypically [changed] altered 
cells is isolated and sequenced, and the sequences of the 
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[biologically active] ribonucleic acids or peptides effectinq 
air. nation n< the preselected phe nor.ypic trait are deduced from the 

sequenced vector ui\>\; 
and/ or 

(f) the [biologically active] ribonucleic acids or peptides 

j _ i w rhanapd cellsl effe ctinq 
[expressed -in one: puLnv^^^a^. , - - 

_ n 4- ^.^-.^ -; - f r^r-^a^ i prt ^ri n hpnotvpi c tra it, are used directly 

for isolation of a ligand molecule to said ribonucleic [acid] acids 
or [peptide] peptides . 

Claim 2, line 1, delete "A" and insert --The--; 

line 2, delete "introduced" and insert --inserted--; 
line 3, after "protein" insert --amino acid 

sequence - - ; 

lines 3-4, delate "preferably a F(ab) fragment or 
an antibody molecule" . 

Claim 3, line 1, delete "A" and insert --The--; 
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lines 2-3, deiete "amino acid sequences of the 
random peptide library are encoded by"; 

line 3, delete " /ol i qonucleot ides" and mserc 

- -are- - ; 

line 4, delete "codon split synthesis" and insert 
--random codon synthesis--. 

Claim 4, line 1, delete "A" and insert --The--; 

line 2, deiete "amino acid sequences of the random 
peptide library are encoded dv" ; 

line 3, delete "/oligonucleotides" and insert -- 

are - - . 



5. .(Amended) [A] TY\e method according to claim 1 in which 
the random DNA sequences are introduced into the expression vector 

A 

i J- "in step (a) by [the principle of] site directed PCR-mediated 

mutagenesis hereby ensuring the complexity of the [library] totally 
<UT=^S¥^Y random DNA sequences . 
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.Amended) [A] The method according to claim 5 in which 
exonuclease trimming of PGR product 3' ends is used for] 

^ r r^^^v^l DfP nroHnct.S 1_S 

optimal combining efficiencies 

^h^vr-n b v ^vi^na 3' e nd^ of P'~'3 produrfg wlrh a 3'-b' , 
pxonuclease . 



V A. IT 



sp.-'rriina to :Idiin 1, m v/nicr, 



[temperature-cycling'-ligation is usea for optimal] ligation of DNA 

t e mp e r a t u r e 



„.;„^-; n ir,n a hiah diversity 
, 7 r1ina lic ^Hnn in step ia) , tnereuy ^aiu, u -...- - 

of the [library] toi^_^=3^^ f ° r 
transfection into packaging -cells . 

Claim 8, line 1, delete "A" and insert --The--. 



9. (Amended) [A] The method according to claim 1, in which 
.he random DNA sequences are introduced into the eukaryotic cells 
by ^he use of an appropriate viral [vectors] vector selected from 
[e.g.] a retrovirus vector [or] and^ vaccinia virus vector. 
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Claim 10, line 1 # delete "A" and insert --The- 



Claim II, line 1, ae^ece ^ anv. 



i-i^^* 19 inno 1 delete "A" anc inser ^ j. he 



n : r .. -1 j c i ^f- c u a" and insert --'me 
. a 1 m 1 ^ , j_ J. -l i j- ^ j ^ ^ ^- 



Claim 14, line 1, delete "A" and insert The ; 
line 3 , delete "the" . 

Claim 15, lme 1, delete "A" and insert --The--; 

line 3, delate "and used for" and insert --followed 

by - - ; 

lines 3-4, del-fete "new target" and insert 

- - further- - . 

16. (Amended) [A] The method according to claim 9, in which 
the viral titer gf retroviral packaging cell lines is increased by 
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. . rr3rQfp ^^..n W n t h a functional tRNA gene corresponaing to 

transient traiiSiect-x^n ^ ^ 

[the] * primer binding site (PBSj in the vector. 

17. (Amended) [A] The meth:d according to claim 9, [m v/nicrn 
^P^cin, ^ansfectmg a packaging cell line constructed from a 
vector [expressing a] er^ir^ie single transcript [translating] 

r^i„ . \- , . - - i v'nm.t-pi ns/nroteirii; , ] qa-cj -po , 



a [drug resistance gene] spectacle marker, and [the] env [gene 



3 <Z v-A j 



18. (Amended) [A] The method according to claim 9, [m which] 
^ pr-i.nna transfectmg a semi -packaging cell line with a 
corresponding mimvirus/vector thereby enabling vector expression 
after transduction o^cells rather than after transf ection of cells 
[is used] . 

Claim 19, lme 1, delete "A" and insert --The--; 

lines 3-4, delete "such as e.g. glycosylation sites 

and anchor residues" . 



20. (Amended) [AJ The method according to claim 1, in which 
the [biologically active peptide or protein] peptide effecting the 
phenotypic alteration also contains a purification tag [enabima 
--—j '"^^-^ — ena^^ca a_L.Lec.-L isolation or cne [oiological ly active 
protein] peptide as well as of the [target protein causing the 
biological activity] molecule with which the peptide interacts . 

21. (Amended) [A] The. method according :o claim 1, in which 
"i't-' j - ^- 1 ^ -c'-e oj_giiai pspLiues, ocner leader molecules or recnqnic^or 
sequences [also] are also encoded by the [introduced DNA in such a 
way that they are fused to the] vectors in the form of fusion 
partners to expressed random peptides [,] or to [the] expressed 
proteins containing [the] random peptide sequences, thereby 
enabling [these to be directed towards] translocation of these to 
defined cellular compartments. 

Claim 22, line 1, delete "A" and insert --The--; 

line 2, delete "introduced" and insert --inserted--; 
line 3, delete "fused" and insert --linked--; 



line 4, delete "library" 



J_ 3. 1 IU ^ -J 



. 1 ,^ „ \\ !f v-i ^ -i m o ^ T~ "h 

; 1 :^ L. ^ ^ ^ J- -L l — -x i i o -l. l - 



24. (Amended) [A] The method according to claim 22, in which 
the protein is [derived wholly or partly from the] a heavy and/or 

:i antibody mo I ecu le^ o r a pa rt thereof . 



*;u. 'Amended 5 l^J i ne sue ...-iiuo. qcll-'j. ^^iiH ; i -- Luj - i " / 

■ n . . j jt j „ „ 4_ j m i on^nneql whprpm srr eeninq in 
usea ror laeiitintdL^un ^ x ^^^^-^--j — =^ — : . 

ste p (o) identifies, presence of T-c el l epito pes bound to MHC 
molecules on the surface o f the transduced cells. 

r 

I 

26. (Amended) [A] The method according to claim 1, [which is 

used for identifying biologically active peptides which regulate 

cell surface expression of; proteins] wherein the preselected 

phenotvpic trait is cell surface ex p ressio n of a protein . 

V 

Kindly cancel claims 27-29 without prejudice or disclaimer. 
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Kindly add clams 30-42 as follows: 

--30. The method according to claim 1, wherein the 

\ ;'\S i~x 'i' 1 _ „ ! -,v. pnnr.np f - 1 r jfrtpdofi 1 ! amino aci^s . 

synthetic uNA sequences eaJii eiicuu<_ r -- - - ^w^-- 

/ 

._ I - 

31. The method according to claim 30, wherein the synthetic, 
DNA sequences each encode 8-9 random amino acids. 



32. A method for identification of biologically active 

^ >^.r-i--H^a n>- m^h^ r cellular Iiaands , which 
nucieic acids or pepo_ci~b ull " xx ^ ^^^^^ 

comprises the steps of 

(a) producing a pool of appropriate vectors each containing 

a DNA sequence to be examined, 

(b) efficiently transducing said vectors into a number of 
•identical eukaryotic cells in such a way that each cell expresses 

either a single ribonucleic acid and possibly peptide encoded by 
the DNA sequence to be examined or a limited number of different 
ribonucleic acids and peptides encoded by DNA sequences to be 
examined, 1 
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K 



. , _. r ^„ red ,pUs to see whether some of 
!c) screening saia uai^uCta 

, HVe altered a preselected phenotypic trait, wherein the 

4_v^^i -lo different tiuiii 
screening method ib ainei^i 

_ . ~ r r^MdMs) with a ligand, and 

ribonucleic acuiib; ^ ^-P — ^-- ■ 

, ^ rn . na rells which have altered the 
(d) selecting and cicn.ng cens 

preselected phenotypic trait, 

. , ,.. = ^f-^v-o n_n qreo a i contains, 
wherein the pool of appropriate v <..^~^ 



llv or Partly random DNA sequences selected from the group 



i) synthetic totally random DNA sequences; 

U ) synthetic random DNA sequences wherein stop codons are 
absent ; 

Ui) synthetic DNA sequences which encode random ammo acid 
sequences with an even distributipn of ammo acids; 

iv) synthetic DNA sequences defined in (i), °* 
separated by codons which enable specific post-transiational 
, f all expressed peptides or which encode anchor 

THOU 1 1 1 u a u j- ^'no - 



residues ; 
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v! synthetic DNA sequences defined m d) , (li) , (mi , or 
(iv) coupled to coding sequences of purification tags in order to 

_ ■ -i ■ ^ _ ^ ^ 4-u ~ ^ , , v- i f n 3 ^ ~. ,~ — - r- r ; ^ Hert i f icat ion of exp re s s e d 

peptides; and 

vi) synthetic DNA sequences defined in (i) , (ii), (iii)/ 
, . ,v ^ nmoovt-^H i-nho ^he codincr seauence of a 



and wherein 



isoiatea ana sequen^a, aira unc o^^^^^^^^ ^ 

V " or peptides effecting alteration of the preselected phenotypic 
trait are deduced from the sequenced vector DNA; 
and/ or 

(f) the ribonucleic acids or peptides effecting alteration of 
the preselected phenotypic trait are used directly for isolation of 
a ligand molecule to said ribonucleic acids or peptides. 
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33. A methci fcr identification of biologically active 

, ■ i _ ^p^.r r^iinlar liqands, whic: 
nucleic acids cr peptides the.r <_^^^ d 

comprises the steps :a 

^ _ ^ nr r\ ^rnrnnriate vectors each co nt a -n^n< ; 

\ .■ ^ ^ ^- — — ■ 

a DNA sequence to be examined, 



. j r .: r « qv h vorhnrs into a number cf 
vo efficiently transautinq sa^ „ ^ 



- s^ch a wav that each cell expresses 



either a single ribonucleic acid and possibly peptide encoded by 



t he E'IJA sequence to bo exami 

. . n v^r nMA Qpaiipnces to be 
ribonucleic acias and peptides euL.ucu ^ ^ ---a- 

examined, 

(c) screening said transduced cells to see whether some of 
-hem have altereo a preselected phenotypic trait, where alteration 
of the preselected phenotypic trait in a cell is ascribable to the 
expressed ribonucleic acid(s) or peptide (s) affecting biological 
functions of the cell which have influence on the preselected 

phenotypic trait, and 

(d) selecting and cloning cells which have altered the 

preselected phenotypic trait, 
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. < , . .. . , : -f-« vectors in step >a/ ccii-a^.. 



wherem the poox ol a^p-o^^at. _ 
totally or partly random DNA sequences selected from the group 

consisting of: 

!i synthetic totally random DNA sequences; 

ii) synthetic random DMA sequences wherein stop codons are 
absent ; 

^ r.nTA QPuu-nres which encode random amine acia 

iii) synthetic jjimh. btqaMi^c.^ „„^*v^* 

wifh pvpp distribution of amino acids; 
sequences witn an tveii j-j^ 



;r ( i 1 1 ) 

svntnet;' - 



•.ml" ripr n C L^'NA. StQucii^Gb _^.e .. — ^^.j.^'. 



separated by codons which enacie sp«=^i- - 
edifications c£ all expreseed peptides or which encode anchor 

residues ; 

^h^r lc DNA sequences defined in (i), (ii), (iii)« or 



,iv) coupled to ceding sequences o£ purification tags in order to 
facilitate the purification and identification of expressed 



peptides; and 
■ svn 

: .r inserted into the coding seque 



hetic DNA sequences defined in (i) , (ii), ■ 



protein; 
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Ui- 1 -^ ■ ■ 

(e ; the vector DNA in the phenotypically altered cells is 

acias 

isolated and sequenced, and the sequences ^ — 

-> „ +_ ,0 ^ V-* ^ >^ 1- \ 7"p 1 ' 1 
- yp.. c: r- . ' p . - • • - - ■■■■ ; ir- - ■ ■ 



or peptides ■ - — -• - - ' ■ 

, n , p^--r^ t-Vi^. cpaii^nrpd vector DNA; 
trait are deduced fium the seqj. 

and/ or 

. . ■ T_ .^hhoc pffpetinq alteration 01 
(t) tne riJjunu^^^-i-^ — ^ ^ 

th e preselected ph^typic tr.it are ueed directly for isol.tio» of 



. iqana inuiecu 



+■ c^in r i jjotjiUu i c; j. ^ 



L/ — ^ ^ -i- ^ ^ 



34. A method for identification of T-cell epitopes, which 
comprises the steps of: 

i ,-f armrooriate vectors each containing 
(a) producing a pool of appr^pr iul - 

a DNA sequence to be examined, 

(bi efficiently transducing said vectors into a number ox 
ld entical eukaryotic cell, in such a way that each cell expresses 
either a single peptide encoded by the DNA sequence to be examined 
3r a limited number of different peptides encoded by DNA sequences 
to be examined, 
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... ™ s ,w*d cells to see whether some of 
(ci screening sdid i-rai.b— - 

r _ h9 , have alC ered , preselected phenctypic trait whi=h indicates 

.„,./^ bound tc MHC 

that peptide (s) encoded by DNA sequencer — - 

r ._. ^ n, fl transduced cells, and 
molecules on tne surut-e - 

■q ^inrnna -ells which have altered the 
(d) selecting and cionmg -ens 

_. _ l .-, +- H t*i r~ ^ Ti f~j *_ VT; -L \— L- a -l. f 

n m q1- po (a; (JCTitaln2 

wherein the pool of appropriate vec- ^ — , 

„ m , P1uerC o S selected from the group 
totally or partly random DNA sequences 

consisting of: 

synthetic totally random DNA sequences; 
, .t-.hetic random DNA sequences wherein stop codons are 

absent ; 

1L1 ) synthetic DNA sequences which encode random ammo acid 
sequences with an even distribution of ammo acids; 

. t — v>.t 7\ „ p ^,^^s defined in d), (ii) • or 
iv) synthetic jjuA sc^^-—-- 

■ ■ „ ^erspersed codons which allow specific post- 
containing moerspexoc^ 

_ . , rd nns of all expressed peptides or which 

translational muax^^.^ 

encoae anchor residues; 



i) 

-\ ^ ) svn 
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v) synthetic DNA sequences defined in (i), (ii), Un), or 
(iv) coupled to coding sequences of purification tags in order to 

^cr)-^;rrif ; on of expressed 

facilitate the punncauon 
peptides; and 

vi) synthetic DNA sequences defined in (i), (ii). 



{ iv ; 



jrote ±u 



■ A^^r, nndina seauence of a 

oupled to or mseiLea _lh^ ^^n_, 



and wherein 



■ p ' ' trie vectoi uima j-h ^^w^^-j^^ 

. ~ ~ -f ^v.^ nonfid^^ effectinq 

isolated and sequenced, and the sequence ^ — t-t---- 1 — - 

alteration of the phenotype of the cell (a) are deduced from the 

sequenced vector DNA; 
and /or 

(f) the peptides effecting alteration of the phenotype of the 
cell(s) are used directly for isolation of a ligand molecule to 
said ribonucleic acids or peptides. 
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/ 



35. A method for identification of biologically active 
nucleic acids or peptides which regulate cell surface expression of 

_ , . i - h _„u ^,^m^v-T_ r>^p stecs of 
a protein or their cellular iiganas, w.ix<_u 

, a , ^ u Hna a cool of appropriate vectors each containing 
a DNA sequence to be examined, 

o-,-;^ vortors into a number of 
ffc^i efficiently tranaaucmy ^a^ 



our h W 



av that each ueii exp^ 



i dent 1 u a i euKa ry o lil u c -l _l ^ 
either a single ribonucleic acid and possibly peptide encoded by 

^ r^i^ r .(=>^- different 

the DNA sequence to o>e eAanin^u =^ 

. ■ -. -^^-^ v>w nM7\ setmences to be 
ribonucleic acids and peptides t-^^^ — 

examined, 

(c) screening said transduced cells to see whether some of 
them have altered cell surface expression of a protein of the cell, 



and 



selecting and cloning cells which have altered the cell 



surface expression of the protein, 

wherein the pool of appropriate vectors in step (a) contains 
totally cr partly random DNA sequences selected from the group 

consisting of : 

j 

19 
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. ^-.^^m DMA seauences; 

1;1 synthetic tetany ran— ^ 

. . sm* ^auences wherein stop codons are 

absent ; 

encode random ammo acia 

synthetic sequ^ — - 

sequences with an even distribution of amino ac.de, 

. < ^ / - \ n or ( iii) 
_ T -pr^ e ^ de tinea m ^x; , v — / > 

IV) 3 y i -l ^ ii O ^ ^- - -i 

;r . prqce r ce d codons wnic:i ~ir- 
containing mteispe^e. 

, all expressed peptides or which 
translational modifications of all expr 

encode anchor residues; 

ynthetic DHA sequences defined in U> , CH> • !*">< or 
,„dina seances o£ purification tags in order to 
f t Uit ate the purification a'nd identification of e.pressed 



v) s 

(iv ) COUp 



peptides; and 

vl) synthetic DNA sequences defined in (i> . <"> ■ ^iii) . 

, . . - se -p d into the coding sequence of a 

(iv), or (v) coupled to u: xnse_~a 

protein; 
wherein 

rr . , r .v, e .ells which have altered cell 
(e ) the vector DNA m — e 

• -f the protein is isolated and sequenced, ana 
surface expression <-.f the procei 

i 
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. . y . lHb . rr .-i e i- a-ids : or peptides effecting the 
the sequences or the litx-nu^ei- . f 

alteration of the ohenotype of the cell(s) are deduced fro. the 
sequenced vector DNA; 

and/oi 

(f) the ribonucleic acids or peptides effecting alteration of 

, . j jj^^^-hi^ fnr -isolation of a 

, rv> _ .^-p fu p np fQi are used diieuLi_/ ^~j_c^ 
the pnenctype oi une ,..e — — 

iigand molecule t 



1 i v ive 



Hq which 



nucleic acids or peptides or their 
comprises the steps of 

™-i nf snnroDriate vectors each containing 
(a' producing a pool or appropriate 

a DNA sequence to be examined, 

(b) efficiently transducing said vectors into a number of 
identical eukaryotic cells in such a way that each cell expresses 
either a single ribonucleic acid and possibly peptide encoded by 
, ho DNA sequence to be examined or a limited number of different 

nn d p^ntides encoded by DNA sequences to be 
examined, and in such a way that the expressed ribonucleic acid(s) 

21 
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^. w intracellular compartment cf 
and peotide(s) are confmea ^ 



transduced cells, 



T^prViPr flome or 



r c > screenir.a said transauced oc-l-l^ 

, + ^ - nrcapiprr.ed Dhenotypic trait, and 

them riave ctiUicu o. — 

selectrng and clonrng cells which have altered the 

preselected phenotypic trait, 

• ,.^^+-^v-a in steo \a) contains 

vhereir. the pooi uj. a FF 



■ a^pI 1 v or 



tartly random DNA sequences selected from the gro! 



consisting 



i) synthetic totally random UNA sequences; 

iU synthetrc random DNA sequences' wherein stop codons are 

absent ; 

iii) synthetic DNA sequences which encode random amino acid 
sequences with an even distribution of amino acids ; 

iv) synthetic DNA sequences defined in (i) , (ii> , or (iii) 
separated by codons which enable specific post - translational 

nf all expressed peptides or which encode anchor 



residues ; 
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synthetic DNA sequences defined in (i), (ii). ' or 

,'iv) coupled to codinq sequences of purification tags in order to 

r ... f ■ „ _ r \ r ,,~; q f exp re s sea 
^a^ilitate the purif icatiori ana - 

pec' ides ; and 

vx) synthetic DNA sequences defined in (i), (ii), ^> 

inserted into the coding sequence of a 



; iv) , or iv 



apled to or msei 



and wherein 

-i -i T r - "i ■»- o t P> ^ C(=* \ I p IS 
i ! IV Ul o^-i-^^ — 



the ve( 



ar uwA j_ i x L-iie M^-j-^^-i r — 



, ^.4= rihnnnrlpic acids 

isolated and sequenced, and the sequent ^ _~~n 

X "■ or peptides effecting alteration of the preselected phenotypic 

trait are deduced from the sequenced vector DNA; 



(f) the ribonucleic acids or peptides effecting alteration of 
the preselected phenotypic trait are used directly for isolation of 
a Ugand molecule to said ribonucleic acids or peptides. 
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37. The method according to claim 2, wherein the protein 
ammo acid sequence is selected from an p'(ab) fragment ammo acid 

sequence and an antibody molecule ammo acici sequence. 



restri! 



The method according to claim 19, wherein the 
.ons consist of the presence of glycosylation sites or 



Ci Tne iriet-iiou ct^^^u vt-L-L-^ ^ ^ ^ — — / 
is a vaccinia virus vector. 

40. in a drug development method wherein a lead compound 
serves as a starting point for design and synthesis of candidate 
drugs, the improvement comprising that a ribonucleic acid or 
peptide which has been identified according to claim 1 is the lead 

compound. 

41. The method according to claim 1, wherein the ribonucleic 
peptides effecting alteration of the preselected 



'« ' acids or 
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,, Q .-^ d^^^My for isolation of a ligand 

lit dl-i uS-=^ U-u-- / 

. - .,„,. : ^ .- 0 f the identical 
peptides . 



)henotytic tra: 

cells to said ribonucleic acids or 



a method for identification of biologically active 
, . . dg _ ™ t ides or their cellular ligands, which 

comprises the steps ol 

U ) producing a pool of appropriate vectors each containing 



to a number of 



a DNA sequence to be examined, 

■t) efficiently transducing said vectors m 
identical euharyotic cells in such a way that each cell expresses 
either a single ribonucleic add and possibly peptide encoded by 

- ^ a ^ni^-pd number of different 
^.^pnno tn be examined or a x^i^a nuwuej- 
tne DuA ^e^ue^-- -~ 

ribonucleic acids and peptides encoded by DNA sequences to be 

examined; 

M screening said transduced cells to see whether some of 
-e- „™ altered a preselected phenotypic trait, said phenotypic 
crait being an observable characteristic of the identical 
eukaryotic cells prior to and after transduction, and 
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^.-iic, ,.,h^h have altered the 

npicrtina ana ciunxnd 
v U ; o l, ^ ------- ^ 



preselerted pnenotypic trait, 

wherein the pool of appropriate vectors i, 



sif jn • 



... ,. ^c.---- ■ p-'i ^lOUl tUe q L ^ ^ C 



consisting of : 

]_ 1 s y ii 

11) syn 
absent ; 



. ... ra i : v ranc icm DNA sequences; 

. _ , /u^-w-^-im qfnn c ode 1 is are 
thetic random DNA sequence* *>^^ - — 



^ ■ . _^h p T-a^doin ammo acid 

111) synthetic uinm ^-q^e.. — ~ 
sequences with an even distribution of amine acids; 

lv) synthetic DNA sequences defined in (i), or (iii) 

separated ly codons which enahle specific post-translational 
.edifications of aU caressed peptides or which encode anchor 



„„™o« dpfined in <i) , (ii) , ! - iU) ' or 



residues ; 

synthetic DNA seq' 
(1V) coupled to codinq sequences of purification tags in order to 

f , . D ..^,, a t-n and identification of expressed 

facilitate tne P^-- d 

peptides; and 
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. rM , eo ^.^ n ^- ipfiW in (i) , (ii) , (iii) > ' 1V) 

vi 'i synthetic DNa sequcn^o aeu - tu ■ 

, v > CCUD ied to or inserted into the coding sequence of a 

protein; 
and wherein 



(e) the vector DNA in the phenotypically altered cells is 

_ vii^nnnni pir acids 

isolatea ana sequ^n-^a, a,,,. ■ 



. ' ^ 4- +- m f~i T^> 

■ ar^i r i fiii t_j .l u j. i ^ s> - 



_ ^selected pheno L y P : 

or peptides errecuny aiceidLiun w. L ^ 
trait are deduced from the sequenced vector DNA; 



. rr ^ v,^ ^1 h^rahi nn of 



(f) the ribonucleic acids or peptides eut 
the preselected phenotypic trait are used directly for isolation of 
a ligand molecule to said ribonucleic acids or peptides.- 

REMARKS 

Upon entry of the above amendment claims 1-26 and 30-42 will 
be pending in the above-captioned application. 

Support for the amendment to claim 1 are found in the 
^e--^icr as follows: ii) and m) page 10, line 14, through 
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